This communication cited evidence that, in rats, absence of particular chemical constituents of fats from the diet led to accumulation of cholesterol in blood vessels. Though controversial the letter stimulated new interest in possible associations between diet and health; it helped to extend the scope of nutritional studies beyond diseases such as beriberi, scurvy and rickets, associated with a deficient intake of particular vitamins or minerals.
Reviewing Ewin's book, Professor André McLean provides information of particular interest about Sinclair as a person (May 2002 JRSM 2 ). Clearly, Sinclair was an eccentric, unable to find a comfortable niche within traditional academic departments; but there was another reason for his difficulties-namely, that the study of nutrition as a discipline then becoming apparent had its own philosophy and scope of inquiries which were not provided for in universities at that time. This was probably the true motivation for Sinclair's sad efforts during most of his academic life to establish an institute of human nutrition.
The science of nutrition must be based on the study of the anatomical, physiological, and pathological characteristics of individuals as these are influenced by the diet. These characteristics are determined not only by the diet but also by genetics, socioeconomic circumstances, exposure to infections and possibly other influences. No disease develops because of a single cause but because of interactions within a web of factors of which the diet may sometimes be one. Separate components of the web are not always present at the same time and one factor may permit or inhibit an effect of another at a future time.
The characteristics of an individual and their modification by diet, exposure to infections, bombardment of tissues by free radicals and other circumstances will influence the natural history of a disease. A clear understanding of this progression will require precise observations of numerous kinds, including frequent measurements of the amounts and kinds of food consumed. An institute of nutrition, as envisaged by Hugh Sinclair, might fulfil these requirements if it was dedicated to the study of cohorts of individuals, ideally from birth until death. Cardiac intraventricular thrombus in protein C deficiency Mr Nair and his colleagues 1 reported a patient with protein C deficiency who had severe recurrent thromboembolic problems despite anticoagulant therapy. Three points for discussion arise. First, was the dose of warfarin sufficient, given the recurrent thromboses despite treatment? Although the APC ratio was normal, a case could be made for keeping the INR in such patients between 2.5 and 3.5, much as in patients with mechanical cardiac valve prostheses 2 , despite the increased risk of haemorrhage. Second, might there be a second thrombophilia to account for the severe familial thrombotic tendency? Perhaps genotyping for the prothrombin gene mutation or other less frequently recognized thrombophilias should be performed in addition to the factor V Leiden genotyping 3 , as well as serology testing for cardiolipin antibodies. Finally, the value for plasma homocysteine (88 mmol/L) seems high despite the 'normal range' of 50-200: most laboratories quote a normal range for total plasma homocysteine between 5 and 15, depending on age and gender 4 .
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